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President-Sir CHARLTON BRISCOE, Bart., M.D. [M1a.rch 24, 19361 DISCUSSION ON THE MEDICAL ASPECTS OF THE MENOPAUSE Sir W. Langdon-Brown: Neither the importance nor the complexity of the subject under discussion can be doubted. It is something of a reproach to medicine that so many women spend months and even years in a state of physical and mental suffering over what is a physiological event-a state which often causes misery to others as well as to themselves. Some years ago Beckwith Whitehouse and Wilfred Shaw independently described the mammalian cestral cycle as follows: (1) Ancestrum, or period of rest. This phase is lacking in human beings.
(2) Pre-oestrum, a period of endometrial growth and functional activity, during which ripe follicles project from the surface of the *ovary.
(3) Uistrunt accompanied by secretion and desquamation, accompanied in some animals by slight hamorrhage. (4) Pregnancy or pseudo-pregnancy, the variation between these two really being only one of degree. This is followed by involutionary changes. Ovulation occurs between the thirteenth and seventeenth day of the human cycle, from which date pseudo-pregnancy exists until about the twenty-eighth day, when necrosis of the decidua and external htemorrhage begins. But simultaneously with this a new pre-cestral stage has begun. The phases overlap. Thus from puberty to the completed menopause the healthy endometrium is never at rest; it is always either functioning or preparing to function. Therefore, unlike other mammals, woman has never experienced since puberty an ancestral phase and she enters on the climacteric with the running-down of a clock that has been ceaselessly going. This must inevitably give a big shock to the whole organism. Whether our present civilization could have been built up if human beings had had a regular breeding season may be doubted, but it behoves us to remember the price women have had to pay towards the maintenance of such civilization as we possess.
We must not be misled however into regarding the whole question as simply one of cestrin. According to Zondek the activity of hormones seems to depend upon the integrity of cellular structure. We must admit that we have no knowledge of what change in cellular structure renders the reproductive organs unresponsive. But keeping to the endocrine factors for the present, we have two others still to consider, (1) the influence of the pituitary and (2) the bisexual nature of the ovary. (1) The JULY-MED. 1 56 interdependence of pituitary and ovary is so well recognized now, that I need only remind you of the importance of the anterior lobe secretions in completing sexual development and in maintaining the menstrual cycle. For instance, Collip showed that transplanting the anterior pituitary into the muscles liberates cestrin from the ovaries of an immature animal. But it often happens in medicine that gross patthological lesions help to throw light on minor disabilities and normal events. Cushing's syndrome of pituitary basophilism is associated with the grossest departure from the normal, yet its study has led to interesting deductions as to physiological processes. After Evans' and Simpson's valuable work in separating the growth and sex hormones from the anterior pituitary, it was concluded, on what now appears to have been insufficient evidence, that the basophil cells formed the sex hormone, while the eosinophil cells formed the growth hormone. As far as I know, Woollard was the first to query this, pointing out that an extra amount of sex hormone could hardly be expected to cause such virilism and decay of sexual functions as is seen in a woman with pituitary basophilism. Injection of gonadotropic hormone does not produce anything like basophilism. He envisages the basophil cells rather as inhibitors, while the eosinophil cells are stimulators, of the normal activities of the other ductless glands. Levy Simpson, as well as Lescher and Robb-Smith, has similarly come to the conclusion that the basophil cells are the source of some depressive inhibitory substance.
How can we account for virilism in women when there is an increased secretion of a hormone which is normally inhibitory ? Certain tumours of the ovary-the arrhenoblastomas appear to afford the key; some of them actually show tubules like the seminiferous tubules of the testis, and, according to Meyer, they arise from some undiffei-entiated cells persisting in the rete, which are potentially male. Witschi sums up the position by saying that the medulla of the ovary is male and its cortex female. If the normal activity of the ovary is inhibited, the persistent male rudiment predominates. In this connexion it is significant that adrenal cortical cells resemble these ovarian medullary cells and develop from similar embryonic structures.
1 have rather laboured these points in order to show that as the ovary is a bisexual gland, it must greatly increase the upset of the whole organism when its normal feminine activity falls into abeyance. Some have even maintained that virilism differs in degree rather that in kind from the normal changes of the menopause. To a certain extent this is true. As the ovary then begins to undergo a fibrosis starting on the surface and extending inwards towards the medulla, we might expect a tendency to virilism at that time. I shall have to return to the subject of the basophil cells again when I deal with the vascular disturbances of the climacteric.
There can be little doubt that the state of the endocrine system existing previous to the menopause has a considerable influence. For instance, symptoms of hypoor hyperthyroidism are apt to appear, according to the previous make-up of the individual. It is recognized that either myxcedema or Graves' disease are liable to appear then. These are but the extreme terms of conditions which are quite commonly displayed in minor forms. This is probably why such conflicting opinions lhave been expressed as to the propriety of thyroid administration at this time. The stout, lethargic, arthritic subject with a tendency to headaches will probably benefit by it, especially if the basal metabolic rate is below normal. The thin, highly strung subject, prone to palpitations, will not.
The state of the pituitary is also rather complicated. Maranon has committed himself to the statement that hypopituitarism is the rule at the menopause. This is much too simple and definite. While it is true that the ovary is dependent on the anterior pituitary for stimulation, and that hypophysectomy leads to suppression of function and ultimately to parenchymatous degeneration of the ovary, on the other hand, removal of the gonads appears to be followed by a temporary increase in the number and function of the sex-stimulating cells in the anterior pituitary.
A new type of cell-so-called "castration cell "-appears in that gland after oophorectomy. Fluhmann and others have found the pituitary sex hormone in the urine of climacteric, but not of younger, women. This modification both of structuire and function is only temporary. It is true also that the obesity of the climacteric tends to be of the limb-girdle hypopituitary type, but it is also true that some women then assume a somewhat acromegalic aspect, which indicates increased activity of the eosinophil cells in the pituitary.
As far as we can unravel the existing and somewhat conflicting evidence, it would appear that as the ovary begins to fail, there is a temporary effort on the part of the pituitary to compensate for this by increased production of sexhormone, which disturbs the whole balance. That this is the correct interpretation is supported by the accumulating evidence that many of the discomforts of the menopause may be alleviated by the administration of cestrin to correct that balance. It would also help to explain why such administration does not have to be continued indefinitely, since this pituitary reaction is only temporary.
The position has been summarized thus: Ithas become evident that the ovary and anterior pituitary are complementary; too much cestrin depresses pituitary activity, while too little makes it unusually apparent. But there is a third member of what we may call the sympathetic-endocrine group wbich interacts with the gonads-I mean the adrenals. The tendency to increased vascular tension, to moderate hyperglyctemia and even to glycosuria suggest some degree of increased activity of the adrenal medulla, while increased activity of its cortex is known to tip the balance towards virilism. Hannan maintains-that the blood-pressure and pulse changes during the vasomotor crises of the menopause are similar to those produced by an intravenous injection of adrenalin, and that those women who particularly suffer from flushings are specially sensitive to adrenalin. He maintains further that the vasomotor and nervous symptoms should not be attributed to hyperthyroidism unless that conclusion is confirmed by an increased basal metabolic rate. He attributes them to ovarian deficiency and has found, as others have, that cestrin helps to control them. Putting it another way, here again the balance appears to be disturbed in favour of the adrenals and against the ovary.
To sum up this section of the argument: the endocrine balance is disturbed by the diminution of ovarian function, which produces a relative or absolute increase of certain anterior pituitary and adrenal functions, while the thyroid is speeded up in the direction in which it is already tending to go. We may hope for further light on this complicated subject from Zondek's researches, now in progress, on the effects of large doses of cestrin on the thyrotropic and growth hormones. I must next consider the cardiovascular conditions in more detail. I have not come across any evidence which justifies the idea that there are any intrinsic cardiac changes, apart from the myxcedematous infiltration of the heart-muscle which occurs in gross hypothyroidism and would not apply to the ordinary run of cases. Of vascular changes, on the other hand, there is plenty of evidence. We know that hypertension may have its origin at the menopause and may become permanent, ultimately affecting the heart indirectly, while vasomotor instability is the rule rather than the exception. As to the hypertension which is such a prominent feature of pituitary basophilism, Cushing is of opinion that the increase of basophil cells is the direct cause. Crooke has called attention to a characteristic hyaline change in these cells which he regards not as degenerative in character but as an expression of altered function. In conjunction with Dorothy Russell and Horace Evans, he has described two cases of basophil adenomas in which cardiovascular hypertrophy was the salient feature, while most of the other ordinary characteristics of the syndrome were absent. In Addison's disease, with its typically low blood-pressure they found an extreme reduction in the number of basophil cells. They are, however, not prepared to go as far as Cushing, but I must confess that the association between the number of basophil cells and blood-pressure is rather striking and may afford some explanation of the rise of pressure in later life, which may be precipitated by undoubted changes in the pituitary that occur at the natural or artificially induced menopause.
There seems, as I have said, to be a considerable body of opinion that lack of cestrin plays an important part in the flushings and vasomotor disturbances of the menopause. Some years ago Hannan, by observations on the blood-pressure, found that it rose steeply during a premonitory chilliness, and fell abruptly during the phase of flushing and sweating. We know that such symptoms usually show themselves before the menstrual cycle is totally extinguished. The vertigo which is also fairly common appears similarly to be due to these rapid changes of pressure. These seem to be part of a general upset in the sympathetic-endocrine balance following the withdrawal of the proper supply of cestrin, in which the adrenals play a predominating part. That various preparations of cestrin greatly alleviate these symptoms has been the experience of a good many observers. But that there is still some unknown factor is illustrated by the number of cases in which oophorectomy has been performed ten or more years previously, so that the compensatory reaction of the pituitary has presumably come to an end, yet in which vasomotor instability asserts itself as violently as ever at the time when the menopause is normally due. Possibly this is owing to that unexplained cellular change which Zondek postulates.
Of late years it has become possible to associate to some extent the endocrine and psychical changes at this time, but we must be careful not to push this too far. That the diencephalon is the seat of emotional expression and represents the head ganglion of the sympathetic nervous system is now generally admitted. That on the other hand it has close associations with the pituitary is also clearly recognized. Indeed the pituitary is the intermediary between the emotional centres and the gonads. That this relationship is liable to be disturbed at the menopause is almost inevitable. Below the psycbical level such a disturbance may play a part in producing the digestion upset which is so common then, for Beattie and Sheehan have shown that the diencephalon definitely influences gastric motility. I started out with the intention of avoiding laying too much stress on the endocrine factors, but without much success. The more one considers the evidence, the larger part do these seem to play. But we must not neglect the general makeup of the personality. Much depends on the way a woman approaches the menopause. Beran Wolfe says that more than one woman has confessed to him that she believed that after it a woman lapsed into a sort of spiritual and physical senility for which no remedy existed. I think that in the past at any rate this attitude has not been uncommon and its effects are disastrous. It is most important that a woman should make investments, as it were, of interests which will continue into later life. This is so obvious as not to need stressing in this audience. We, at least, should be emancipated from the fallacy that a woman's value to society lies solely in her ability to procreate. If she feels that her importance has gone with the loss of this function, her resulting fears seriously affect a mechanism which as I have tried to show, is out of balance and trying to discover a new position of equilibrium. And these fears can affect the whole body. As has been said, " Each organ is saying 'No' as loud as it can, and the result is a cacophony of jangled nerves and physiological ailments." The better a woman has adapted herself to life as a whole, the less likely are the psychical aspects of the menopause to affect her. But it must never be forgotten that the physical aspects are often hard to bear, and call for sympathetic handling which can be more efficient now than they were in the past.
That last sentence leads me to my two final points: another definite physical trouble-arthritis; and the general principles of treatment.
Hertoghe was the pioneer investigator on the association between rheumatism and minor manifestations of hypothyroidism, which he regarded as due to infiltration of the articular ligaments with myxcedematous material. We may therefore expect that the hypothyroidic type of menopausal patient will suffer from the fibrositic type of joint trouble. It is a familiar observation that a multipara will have an exacerbation of perhaps a chronic backache at this time. According to Edgar Allen, the corpus luteum of certain animals secretes a hormone to which be has given the name relaxin, which relaxes the pelvic ligaments at the time of parturition. This is not formed by the human corpus luteum, which is presumably another penalty women have to pay for the upright posture. If overstretched ligaments undergo this infiltration at the menopause we can well understand the backache which is in fact often improved by thyroid extract and support. F. G. Thomson considers that there is a villous arthritis, a form of chronic hypertrophic synovitis usually confined to the knees but occasionally occurring in other joints, which is typically climacteric. Although if untreated it may go on to the formation of osteophytes, he regards it as distinct from ordinary osteo-arthritis. In addition to the thyroid lack, the ovaries may play a part in menopausal arthritis. Cumberbatch and Robinson claim that diathermy to the cervix improves climacteric arthritis by restoring some function of the ovaries, but this has been contested. Ovarian failure may be a factor in climacteric arthritis, but I should agree with Strauss that endocrine disturbances are in general not sufficient to produce joint disease, but in a considerable proportion of cases they create a suitable soil for other damaging factors.
Treatment.-Until recently our treatment has had to be chiefly symptomatic. Hypertension calls for dietetic treatment and the administration of iodine, which will also help to stabilize the thyroid. Liquor sedans or the barbiturates cautiously given and controlled help to alleviate flushings, while bromides are generally deleterious, except in small doses for short periods. Thyroid had better be reserved for those cases which show definite evidence of hypothyroidism, and in any event should be limited to small doses.
The experimental data concerning cestrin were for some years far ahead of the clinical. Frank gave a depressing account of the activity of many of the preparations on the market a few years ago. Yet on general grounds it has been felt that if an active preparation of cestrin were available, benefit would follow its use. The experimental data to which I have referred now give us a more rational ground for its use. Perhaps the best results have been obtained in the relief of vasomotor symptoms. That active preparations are now available is clear. Of late it has been rather fashionable to treat the vulvo-vaginitis of children by aestrin. Whether the immediate improvement wrought thereby is permanent remains to be seen, but I have been informed of several cases in which its employment was followed by precocious sexual development.
In treating menopausal disorders by cestrin we are not troubled by some of the doubts which beset its use earlier in life, such as the risks of using the wrong preparation at the wrong time, to which F. H. A. Marshall has called attention, or its inhibitory influence on the anterior pituitary which Zondek has described, for, as I have shown, this damping effect is needed then. The close chemical similarity between cestrin and carcino-genetic substances, and the actual production experi-mentally of pituitary and mammary new growths by the former-as shown by Cramer and Horning-need not alarm us, since they estimate that cestrin would have to be given for from seven to ten years before this risk could arise. A practical difficulty remains; the cost of cestrin is still high, though lower than it was. Moreover as Dodds and Robertson found, it is difficult to exclude the element of suggestion. Meyer and Goldstein condemn the use of the anterior-pituitary-like substance obtained from pregnancy urine for two reasons, firstly because, as we have seen, menopausal women usually have an excess of this hormone in the blood, and secondly because pregnancy urine does not contain those pituitary hormones which influence metabolism. They conclude that its administration is therefore theoretically unsound and they have found it clinically valueless. Valerian is an example of an empirically useful drug which has suffered from an absurd explanation given centuries ago as to its mode of action. But it is not a "devil dodger," nor does its efficacy reside in its odour. That it has a real and sedative influence on the autonomic nervous system can be objectively shown by the way it diminishes the output of urine in diabetes insipidus. It acts also when given in non-punitive forms and we are therefore justified in continuing its use for menopausal symptoms. But we must never lose sight of the psychological part of the treatment. How far and in what way we employ it will depend on our individual points of view, so I shall content myself with saying that in my opinion it is an absolutely essential factor. I do not think it is wise to urge a patient with menopausal symptoms to engage in social duties if she shrinks from them. It is well for her to have a time of retreat while her endocrine system settles down to a new and more stable equilibrium.
Dr. A. P. Thomson: Sir Walter Langdon-Brown has reviewed the available knowledge of the endocrine changes associated with the menopause: I propose to follow a humbler and less exciting path and to discuss the clinical aspects of patients in whom symptoms of the menopause were prominent or important. I will begin by reminding you of the chief conclusions of the investigation carried out by the Medical Women's Federation which were published in the Lancet in 1933. In that investigation 1,197 women past the menopausal age were reviewed; of these, 835 had been married and 362 were single. The actual relationship of the number of married to single women in this country is, I believe, about 6 to 1, so that slight corrections in the total percentage figures may be necessary. None of the women included in the investigation had been gynacological patients.
It was found that 15% had passed through the menopause without any discomfort ; of the 85% who had symptoms, 10% were completely incapacitated for varying periods. In the great majority the symptoms were mild: flushings" occurred in 62o/o, hiemorrhage in 20%, and obesity followed in 34%.
My own analysis is based on the case histories of 200 women seen in the course of five years in private practice (1929-1933 inclusive) : in these the menopause was prominent either because the patient feared that it was the cause of her distress or because her doctor had suggested it was so.
The large majority had the symptoms of an anxiety neurosis: they were mostly obsessed with the idea that with the onset of the menopause they were doomed to two or three years of ill-health and suffering, and that subsequently they would rapidly become senile and lose all "attraction and value," as one of them put it to me.
Groundless fear of this sort seems much more common among the middle and upper classes than it is among the poor. Out-patient work at a General Hospital does not afford much time for the discussion of symptoms of the menopause, but I have met with many harassed mothers of the working class who positively welcomed the arrival of the period of infertility.
Fear of cancer is very common and it is particularly so at the menopause; a large number of women consulted me for this reason alone though they but rarely admitted it until I told them there was no evidence of malignant disease.
In this group of patients reassurance is all that is necessary; drugs of any kind are, I believe, best avoided. Some years ago I referred several patients to psycho-analysts, but the results were so unfortunate that I never advise analysis now. I should be glad to hear opinions on this point; my experience may not have been general.
From the notes of my cases I am astonished by the frequency with which I have considered thyrotoxicosis as a possible diagnosis. In the great majority the symptoms came to nothing, but I mention them in order to say that I believe that surgical treatment of thyrotoxicosis in menopausal women should only be undertaken when the evidence is completely convincing.
Mr. Seymour Barling has recently reviewed the results of his numerous cases of thyroidectomy, and he tells me that he has found a small group of unsatisfactory results in women who were operated on about the time of the menopause. He summarized his experience of thyroidectomy in a simple but valuable aphorism: ' When in doubt, don't do it-especially at the menopause." Another important group consists of those in whom symptoms of the menopause, such as flushing, hamorrhage and nervousness, were severe and some gynaecological procedure had been suggested for their relief. I see these patients generally because the relatives of the family have become alarmed at the proposed operation and come to consult me with the question, "Will her heart stand the anaesthetic ? " Frequently a systolic murmur has been found by the doctor in charge of the patient, and he has mentioned it either to her or to her husband. I have earned, I fear, a certain unpopularity by refusing to behave as it was obviously expected that I should; that is to say, I have not been content merely to express an opinion as to whether or not the cardiovascular system of the patient would withstand the attentions of the anesthetist, but I have ventured to say whether I thought the proposed operation was wise or not.
In this type of patient anamia is common; often, indeed, anwmia has been responsible for the systolic murmur, and in general, though not always, it ba.s been the consequence of excessive hamorrhage. It is stated in gynacological papers that severe hamorrhage at the menopause is invariably due to gross pelvic patbology. Views as to what constitutes gross pelvic pathology vary in different parts of the country and with different gyntcological surgeons, and a cynic would probably add with different social classes of patients. Be that as it may, I can say quite definitely that common-sense treatment with rest, fresh air, a liberal diet, and adequate administration of iron will enable quite a considerable proportion of such patients to pass through the menopause without the gynecological interference that has threatened them.
The third group that emerges from my analysis is that in which various pathological conditions develop at the menopause, though it is by no means certain that they are directly due to it.
Of these conditions the most important and the most frequent is obesity. It is arguable, of course, that the obesity is of endocrine origin and in a few cases I believe it is so; the majority of women, however, who become obese at the menopause do so because they allow themselves to become slack physically; they avoid their usual exercise either at work or in games for fear that exertion is bad for them while they are "at the change." It is a remarkable fact that in the investigation by the Medical Women's Federation to which I have referred it was found that obesity occurred in 40% of married women but in only 20% of the JULY-MED. 2 * single. In general it is easier for a married woman to coddle herself than for her unmarried sister.
Menopausal arthritis is described usually as an affection of the larger joints and particularly of the knees. I doubt if it deserves separate identity. I cannot find any history in my records of menopausal arthritis in a thin woman, and I see no reason to suppose that it is anything more than an osteo-arthritis due to the increased strain of heavy weight and bad posture.
Hyperpiesis is occasionally a symptom of the menopause; when it is so, the blood-pressure falls in the course of two or three years. Unfortunately most patients in whom a raised blood-pressure is discovered prove to be true hyperpietics and get no relief as the years pass.
That various endocrine syndromes such as myxcedema, acromegaly, and pituitary basophilism occur at the menopause is true, but they also develop at other ages and I am not convinced that they are particularly frequent then.
Addiction to alcohol or drugs-either opium or barbiturates-is a real risk of the menopause and I have notes of several cases. Of the grave psychoses I have but little experience.
Certain symptoms of long standing-those of migraine, for instance-are often aggravated at the menopause; later they may entirely disappear; but this happy deliverance is not as frequent as is generally believed.
In the event of the failure of the simple measures of treatment that I have already mentioned, the problem remains whether anything more can be done to help the readjustment of the endocrine system. I have used various ovarian extracts and other endocrine products-such as prolan-both by injection and orally and have been somewhat disappointed with them; in a few cases there is remarkable improvement, but when suggestion is discounted the number that derive real benefit seems small. Thyroid should rarely be given unless there is obvious myxcedema.
There is an odd belief in insulin; it is said to be an antidote to cestrin. I find it difficult to believe this: if it were true, diabetics should often suffer from menorrhagia, but they rarely do. In my hands insulin has proved of no value.
My colleague Beckwith Whitehouse suggested to me a return to what he called a mediaval method, that of bleeding, and I know of several patients in whom severe flushing has been relieved to a great extent by repeated small venesection; most of these had hypertension.
The value of the various gyntecological operations I am not competent to discuss. Thomas Wilson, when I was a student, made an exhaustive investigation of the after-histories of the patients in whom he had for various reasons induced an artificial menopause and reached the surprising conclusion that on the whole those women suffered least from whom he removed both uterus and ovaries. His results were disputed but I believe modern gynecological opinion is not definitely opposed to them to-day.
We would all agree, I expect, that symptoms after an artificial menopause are frequently more severe than after one that occurs naturally.
I am surprised that the simple measure of small repeated doses of X-rays to the pelvic organs has lost ground so much in favour of radium implantation or deep X-rays. The simpler method of the early period of radiology involved very little disturbance to the patient and was occasionally very successful. I have treated a few cases recently by radiation of the pituitary but I have not yet sufficient experience to warrant any opinion of the method. Two patients seemed to derive great relief. Dr. P. M. F. Bishop: I shall confine my contribution to the endocrine basis of the menopausal syndrome.
Aschheim and Zondek were the first to show that at the menopause there appeared in the urine a factor capable of producing enlargement of the graafian follicles, when injected into immature female mice or rats. It was subsequently pointed out that the anterior lobe of the pituitary and the ovary were complementary in their activity. Decline in ovarian activity led to increased secretion of the gonadotropic principle of the anterior lobe. This theory was used to explain the rhythmical nature of the normal menstrual cycle. During the first few days of the menstrual cycle relatively little cstrin is being secreted by the ovary. In consequence there is a comparatively high output of the follicle-stimulating hormone of the anterior lobe which, for the sake of simplicity, I shall refer to as prolan-A. Under its influence the follicle ripens and enlarges and secretes more and more cestrin. The prolan-A concentration therefore falls. Directly following ovulation there is a drop in the cestrin secretion. Once again the pituitary becomes active, and the luteinizing hormone, prolan-B, is secreted. Under its influence the corpus luteum matures and both progestin and cestrin are poured into the circulation. The pituitary activity is inhibited, and the corpus luteum, deprived of prolan-B, rapidly degenerates. The cestrin level falls and the superficial layer of the endometrium is shed. The secretion of prolan-A recommences and another cycle is begun.
This complementary pituitary-ovarian relationship is the important endocrine factor in the menopausal syndrome. Without doubt the gradual decline of ovarian activity is the starting point. A compensatory over-secretion of prolan-A occurs. In the early days of the menopause this may be so marked that the excreted prolan may give rise to the so-called ' Reaction I of Zondek " with the ordinary qualitative Aschheim-Zondek technique.
Since the menopausal syndrome is associated with decline of ovarian activity, it seemed logical to treat the symptoms by the administration of some preparation of cestrin, and such treatment has met with marked success.
It has, however, recently been pointed out that the appearance of symptoms is directly due not to the withdrawal of oestrin but to the appearance of prolan-A. This is, perhaps, best exemplified by the sequence of events following bilateral ovariectomy. In this case the source of cestrin is suddenly and completely cut off, and as the result of this withdrawal of cestrin a menstrual period frequently occurs within a few days of the operation. Menopausal symptoms which, of course, are apt to be very much more severe in the case of an artificial menopause than when the condition occurs naturally, do not appear, however, for some time. It is usually from three to six weeks before the hot flushes appear. These time relations fit in far more closely with the gradual appearance of prolan-A than with the sudden disappearance of cestrin. Fuller Albright and others have studied the urinary output of prolan-A and cestrin in relation to the onset and frequency of hot flushes after castration, and their findings are in agreement with this theory. The prolan-A curve and the frequency of hot flushes curve run more or less parallel. Furthermore, the administration of cestrin lowers the prolan-A concentration by damping down the pituitary, and the menopausal symptoms are relieved.
So far these observations appear to be of academic interest only. But they do throw some light on the rationale of the treatment of menopausal symptoms with cestrin. The fact that the administration of cestrin relieves the symptoms-not by direct replacement, but by gradually lowering the prolan-A level-means that one should not expect immediate relief. Furthermore, it has been noticed that sudden discontinuance of cestrin-replacement therapy leads to the rapid reappearance of prolan-A and of hot flushes, whereas it takes, as we have observed, some weeks for these symptoms to appear after castration. It is important, therefore, to avoid promiscuous cestrin therapy, and in this connexion it is to some extent true that " what she's never had, she'll never miss." Thus, prophylactic treatment of the menopause seems highly undesirable. The object to be aimed at should not be to cut the prolan-A level down to zero, indeed it is doubtful whether this ever occurs naturally, for prolan-A has frequently been detected in the urine of very old women. One should rather aim at keeping the prolan-A at such a level that the patient is not unduly disturbed by her symptoms, and gradually lower the cestrin dosage as the patient becomes adjusted to higher and higher levels of prolan-A.
High doses of cestrin are usually unnecessary, at any rate for the commoner menopausal symptoms-such as the vasomotor disturbances-and consequently cestrin injections are, fortunately, seldom required. It has been my practice to begin with doses of about 500 international units daily by mouth. If this does not control the symptoms, the dose is raised to 1,000, and this is usually completely effective.
There are, of course, certain more severe sequela of the menopause, which demand much higher doses, such as 10,000 to 50,000 units once or twice a week by injection as well as 1,000 units daily by mouth. Pruritus, kraurosis, and leukoplakia vulvme, fall into this class and, provided sufficiently high doses are given, the results are little short of miraculous.
I do not mean to suggest that it is necessary or even desirable to control every menopausal case which is being treated with cestrin by urinary estimations of prolan-A and cestrin. To begin with, these estimations are still laborious, expensive, and not very accurate, especially in the case of prolan-A where the chemical extraction is difficult and the end-point of the methods of biological assay at present in use highly indeterminate. Furthermore, there is nothing to be gained by such methods. The clinical symptom of hot flushes is a perfectly adequate indication of the hormone imbalance.
Finally, there is one important observation that I would bring to your notice. Patients treated with cestrin, for whatever complaint, frequently volunteer the information that they experience a sense of well-being. All of us suffer only too frequently from the voluble and discontented menopausal patient with all her aches and pains, and I have been gratified by the change of mental attitude which cestrin has afforded some of these patients, converting them almost into cheerful, kindly rays of sunshine.
Dr. E. Stolkind: In London about 80% of women between 40 and 50 years of age suffer from symptoms of the menopause either in slight or severe form. The most distressing symptoms are hot flushes in the head, neck, and upper part of the thorax, sweating, faintness, giddiness, disorder of sleep, palpitation, pruritus. Many London women, especially of neurotic type, suffer from psychoneurosis (minor psychosis); insanity only occurs in predisposed persons. There is often depression, irritability, hypochondria, a feeling of inferiority, jealousy without any cause. Most prominent are the symptoms of anxiety psychoneurosis, with various morbid fears.
Many came to the hospital crying that they are "going mad" that their " brains are going wrong." . . . Some were ashamed to see anyone on account of the hot flushes; others were afraid to do their shopping as they "might be suspected of stealing." -Psychotherapy is the method of choice. After thorough examination I always begin treatment by explaining to the patients that all the symptoms are due to a physiological transition period (change of life) and I reassure them that hundreds of other women are suffering from the same complaints, and that in a few months, or it may be in a longer period, improvement will come. Persuasion generally gives good results. I advise patients to lead a regular life, to avoid stress and anxiety, and to be more philosophical. In many cases physiotherapy and the administration of thyroid are of great use. I previously used various commercial preparations of ovarian and corpus luteum extracts and came to the conclusion that, if taken by mouth, they were absolutely useless and only waste of time and money. I have never seen a patient who really benefited from them. This is also true of injections of these preparations; they have probably only a psychological effect, as I have obtained the same results after injections of arsenic, saline solution, or sterile water. Whether the commercial cestrin preparations-which are at present far too expensive-are of more use, apart from their psychological value, is as yet impossible to say. Further critical investigations by physicians are necessary. I have never found venesection, recommended more than a hundred years ago, of any use to the patient in cases of high blood-pressure during the menopause. I have treated many patients who were suffering from anxiety-neurosis which was due to their having been told that they had " blood-pressure" and having consequently undergone venesection. I have seen patients treated for "menopausal arthritis" by diathermy of the cervix uteri. The results have been unconvincing, as there is no single proved case of arthritis which, in my judgment, has benefited by this method of treatment.
I have known patients suffering from psychoneurosis during the menopause treated by psycho-analysis. Many of them were more nervous and exhausted than they had been at the beginning. Psycho-analysis should never be employed for women during the menopause. Persuasion gives very good results.
Dr. Philip Eliman said that at his out-patient department at the St. John Clinic and Institute of Physical Medicine and at the Rheumatic Unit, St. Stephen's Hospital, L.C.C., cases exhibiting "medical aspects of the menopause" were frequently encountered. He instanced particularly a syndrome of "obesity, hypertension, hypothyroidism, and endocrinal arthritis." This syndrome occurred at or about the period of the menopause in women in whom myxcedematous pads of fat were deposited in characteristic areas about the body, with a resulting disturbance of body equilibrium. The result was that certain dependent joints were subjected to a considerable degree of overstrain. These joints, principally the knee-, ankle-, and hip-joints, were often found to be osteo.arthritic. It was difficult to say whether the joint condition was a primary or secondary affection resulting from endocrinal obesity. Was one justified in speaking of "menopausal arthritis ? "
The response to physical treatment in the form of intrapelvic diathermy, as outlined by C. A. Robinson, was, in his (Dr. Ellman's) experience, often a very beneficial one. He could not help feeling that the ovaries were acted upon by this form of treatment. The response to thyroid extract in these subjects was frequently quite remarkable. Presumably in this condition there was a definlite dysfunction of the ovarian and thyroid glands. The obesity, arthritis, and hypertension appeared all to show a favourable response to treatment.
Another condition which he had encountered was the so-called " menopausal acromegaly." In a case of acromegaly which had been shown at a meeting of the Section of Physical Medicine the onset was definitely related to the menopause. In view of his experience of favourable results in certain medical aspects of the menopause, the treatment by intrapelvic diathermy was attempted without any hope of success. Curiously enough, after a course of eight treatments, given twice weekly for one month, the patient experienced very appreciable benefit. Headaches were so far relieved that further treatment was given for three months, after which they became almost non-existent. The patient definitely stated that her tongue was more comfortable in her mouth, and that her hands were considerably smaller-she required' a smaller size in gloves.
The inter-relationship of the ovarian and pituitary hormones and the favourable reaction of the one upon the other would appear to have been exemplified in this case, for after a rest period of six months certain symptoms and signs had returned and further response to treatment was again experienced.
